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claimed as entry inhibitors. 

DETAILED DESCRIPTION 

Use of compounds having a tricyclic partial structure of formula 
(I) or their salts is claimed as entry inhibitors. 

one of A and B' = C and the other = N. 

An INDEPENDENT CLAIM is also included for tricyclic compounds 
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NOVELTY 

Use of compounds having a tricyclic partial structure (I) is 



of formula (IA) and their salts. 




Di,D 2 =CHorN 

R 2 , R3 = H, acyl or optionally substituted hydrocarbyl, or 
R 2 4- R3 = 3-8 membered cyclic group; 
R4 = H, CN, acyl or optionally substituted hydrocarbyl or OH; 
R 5 = H, halo or optionally substituted 1-3 C alkyl, 6-14C aryl or 

heterocyclyl; 
R 6 -R 9 = H or optionally substituted hydrocarbyl, or 
R 6 + R 7 = 3-8 membered cyclic group; 
X = a bond, O, S, SO, SO2 or optionally substituted N; 



Y = optionally substituted methylene; 
R w = H, 1-6C alkyl or optionally esterified carboxyl; 
R x = NH 2 , NHCOR x i, OH, 1-6C alkoxy (optionally substituted by 

COOH, 1-6C alkoxy carbonyl or mono-l -6C alkylcarbamoyl) or 

mono- 1 -6C alkylcarbamoyl ; 
Rxi = 1-6C n-alkyl or 7-16C aralkyl; 
R y = H or halo; 

R z = H, OH, NH 2 , 1-6C alkoxy (optionally substituted by COOH or 1- 
6C alkoxycarbonyl), CN, COOH, 1-6C alkoxycarbonyl or 
carbamoyl, and " - . . ; 

n = 0orl, 

provided that: 

(1) Di and D2 are not both N; and 

(2) the following compounds are excluded: 

(a) 3'-(3,4,8,9-tetrahydro-6-m^^ 
h]isoquinolin-l-yl)[l,l-biphenyl]-4-amine; v>i 

(b) N-[3'-(3,4,8,9-tetrahydro-6-methoxy-3,3,8,8-tetramethylfuro[2,3- 
h]isoquinolin- 1 -yl) [1,1 -biphenyl]-4-yl]acetamide; 

(c) N-[3'-(3,4,8,9-tetrahydro-6-methoxy-3,3,8,8-tetramethylfuro[2,3- 
h]isoquinolin- 1 -yi) [1,1 -biphenyl]-4-yl]propanamide; 

(d) N-methyl-3 , -(3,4,8,9-tetrahydro-6-methoxy-3,3,8,8- 
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tetramethylf uro[2,3-h]isoquinolin- 1 -yl)[ 1 , 1 -biphenyl]-4- 
carboxamide; 

(e) 3 , -(3,4,8,9-tetrahydro-6-methoxy-4,4,8,8-tetramethylfuro[2,3- 
h]isoquinolin- 1 -yl)[ 1 , 1 -biphenyl]-4-amine, and 

(f) N-[3 , -(3,4,8,9-tetrahydro-6-methoxy-4,4,8,8-tetramethylfuro[2,3- 
h]i soquinolin- 1 -y 1) [ 1 , 1 -biphenyl]-4-y 1] acetamide. 

ACTIVITY 

Anti-HIV; Immunomodulator; Antidiabetic; Antiarteriosclerotic; 
Neuroprotective; Antibacterial; Anti psoriatic; Osteopathic; 
Antidepressive; Cerebroprotective; Nootropic; Anorectic; Cardiant; 
Antiallergic; Antianginal; Hypotensive; Nephropathic; 
Ophthalmological; Endocrine. 

MECHANISM OF ACTION 

Phosphodiesterase-Inhi bitor-4. 
In assays using HEK293 cells, N-methyl-3 , -(3,4,8,9-tetrahydro-6- 
methoxy-3, 3, 8, 8- tetramethylfuro[2,3-h]i soquinolin- 1 -yl)[ 1 , 1- 
biphenyl]-4-carboxylic acid (la) exhibited an IC50 value for entry of 
7.5 nM. 



USE 

Used as entry inhibitors and phosphodiesterase-4 inhibitors for 
treating and preventing HIV infection and AIDS (claimed). (I) Are 
also useful for treating and preventing e.g. immunological diseases, 
diabetes, arteriosclerosis, multiple sclerosis, toxemia, psoriasis, 
osteoporosis, depression, diseases associated with cerebral vascular 
occlusion, Alzheimer's disease, obesity, heart failure, pulmonary 
fibrosis, allergic diseases, angina pectoris, myocardial infarction, 
hypertension, nephropathies, eye disease and male and female sexual 
dysfunction. 

ADVANTAGE 

(I) Have good activity and reduced toxicity. 

ADMINISTRATION 

The dosage is 0.01-100 (preferably 0.05-10) mg/kg/day orally or 
by injection. 
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TECHNOLOGY FOCUS 




Organic Chemistry - Preparation: Preparation of (IA) comprises e.g. 
reacting a tricyclic compound of formula (VIII) with RiCN or 
R!CONH2 to give (IA; Y = CH 2 or CH(OH); n = 0). 
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